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A. Introduction 
The intent of this proposal is to conduct a case control study of Parkinson’s disease (PD) among 
Alaska Native people to determine the association of exposure to polychlorinated biphenyl 
(PCBs) residues, organochlorine pesticides, and methylmercury with PD.  The hypothesis is that 
increased exposure to these compounds will be associated with an increased risk of PD. 
Exposure will be determined by direct measurement of serum levels, as these compounds are 
persistent in body tissues.  In addition, lifelong exposure will be estimated by structured 
interviews, including a dietary history with specific attention to intake of fish, marine mammals 
and wild game, known sources of bioconcentration of these environmentally persistent 
compounds.  The project will be conducted in two phases.  Phase 1 is a developmental period 
and is currently ongoing.  During this time, the specific aspects of the study design are being 
established, detailed protocols are being developed, and the necessary Institutional Review 
Board (IRB) approvals for the research are being obtained.   During Phase 2 the study will be 
conducted.  Phase 2 will be initiated following completion of Phase 1. 
 
B. Body  
 

SCOPE OF WORK - PHASE 1 
 
Task 1:  Develop an ascertainment protocol using Indian Health Service (IHS) provider 
databases as the primary source, and identifying other possible sources of cases. 
Task 2:  Develop methods for identifying matched controls. 
Accomplishments: 
Since the last reporting period, study personnel traveled to AK 2 times to meet with collaborating 
neurologists and representatives of the AK Area Institutional Review Board (IRB) to refine case 
and control ascertainment methods.   
 
Task 3:  Develop a preliminary proposal for review by Alaska Native leaders.  Subsequent 
detailed versions of the study protocol will be submitted for review in accordance with protocol. 
Accomplishments: 
To date, the study protocol, data collection instruments, and informed consents were submitted 
and approved by all necessary regulatory boards for study conduct in Anchorage (Alaska Area 
IRB, SouthCentral Foundation (SCF), Alaska Native Tribal Health Consortium (ANTHC), 
Western Institutional Review Board (WIRB), VA Pacific Islands Health Care System, and 
University of CA San Francisco (UCSF) Committee on Human Research.) In February 2006, the 
study protocol, data collection instruments, and informed consents were submitted to the Army 
for review.  On March 5, 2007, we received a Memorandum For Record (MFR) requesting 
changes to the protocol and consents.  Revisions were submitted, and final approval of the 
revisions is pending.  Once approval is received by the Army, we will submit revised documents 
to each of the boards listed in Table 1.  
 
Task 4:  Establishing appropriate infrastructure and personnel in Alaska.  This will include a 
physician/neurologist, project manager, and local contacts within each tribal group. In addition, 
preliminary training in epidemiologic research methods may be a necessary part of a feasibility 
assessment. 



W81XWH-04-1-0490                                                                   Caroline M. Tanner, M.D., Ph.D. 
Polychlorinated Biphenyls, Organochlorines & PD Risk   Principal Investigator 
A Case-Control Study in Alaska Natives 
 

                                                                       5

Accomplishments: 
We recently hired (April 2007) an Alaska based study coordinator, Amy Wiita.  We are engaging 
in study preparation and training activities with her so that recruitment activities can begin 
immediately after receiving all study approvals. 
 
Dr. Gordon, one of the 2 neurologists and collaborators on this project, passed away early in 
2007.  Dr. Trimble will assume his study responsibilities, including ascertainment and neurologic 
evaluations of cases, when study enrollment begins. 
 
Task 5:  Develop study instruments and a detailed protocol. 
Accomplishments: 
This was completed during year 2.  We developed a study protocol and study instruments for 
collecting detailed life histories with special focus on exposures through diet, place of residence, 
and occupational exposures.  However, the study protocol and instruments have been under 
review by the Army since February 2006.  Piloting of the questionnaires within the Alaska 
Native population cannot proceed until we receive approval from the Army and other institutions 
involved in the research.  When approval from the Army is received, we will need to resubmit to 
our group of collaborating institutions based on revisions requested by the Army.  
 
Task 6:  Refining the study protocol and preparing the operations manual.  
Accomplishments: 
Per the Army’s request, the IRB approved study protocol was revised.  The revisions are 
currently under review by the Army.  When final approval of the protocol and instruments is 
obtained, any appropriate changes will be made to the operations manual. 
 
Task 7:  IRB approval of final protocols.  
Accomplishments: 
This continues to be a challenging and rigorous task.  There have been many unexpected delays 
in achieving approval to conduct this work in a native population.  Final IRB approval is still 
pending (see Table 1).  To date, we received approval from all necessary IRBs.   However, 
following those approvals, the Army requested changes to the protocol and consent forms.  We 
have submitted these revised documents to the Army and are awaiting approval.  As soon as the 
Army approves all study documents, we will resubmit any revised documents to all IRBs prior to 
initiating piloting or enrollment into the study. 
 
Upon approval by all of the above, we will submit all certificates of approval to the US Army 
Office of Research Protections.  After their review and approval, we will be allowed to recruit 
subjects at the ANMC.  As the study expands to other regions of Alaska, we will seek approval 
by Native Health Corporations in those regions.  Submissions to regional corporations are 
currently being prepared.  
 



W81XWH-04-1-0490                                                                   Caroline M. Tanner, M.D., Ph.D. 
Polychlorinated Biphenyls, Organochlorines & PD Risk   Principal Investigator 
A Case-Control Study in Alaska Natives 
 

                                                                       6

Table 1.  Human Subject Approval Status 

Institution Review Board Status Approval 
Date 

Expiration 
Date 

Parkinson's 
Institute WIRB Approved 7/31/2006 

 
7/31/2007 

ANMC AK Area IRB Approved 1/31/2006 11/7/2007 

ANMC 
ANTHC - Board of 
Directors Approved 6/14/2006 NA 

ANMC SCF Approved 4/11/2006 NA 
AK Statewide 
(Outside 
Anchorage basin) 

Native Corporations as 
necessary 

not 
submitted  

 

PHRI 
VA Pacific Islands Health 
Care System Approved 11/7/2006 

 
11/6/2007 

UCSF 
UCSF Committee on Human 
Research Approved 9/7/2004 

 
9/7/2007 

US Army 
Office of Research 
Protections (Army) Submitted pending 

 

ANMC  Alaska Native Medical Center 
PHRI   Pacific Health Research Institute 
UCSF   University of California San Francisco 
WIRB   Western Institutional Review Board 
ANTHC AMP RC  Alaska Native Tribal Health Consortium Abstracts, Manuscripts and Proposals Review Committee 
SCF  SouthCentral Foundation 
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SCOPE OF WORK - PHASE 2 
 
Initiation of phase 2, the conduct of the study, is pending final approval from the Army and 
approval of Army requested revisions by the review boards listed in Table 1.   
 
 
C. Key Research Accomplishments 
 

• Met with collaborating neurologists in AK and other local investigators to develop 
potential methods of case and control ascertainment. 

• Extensive meetings with Alaska review board representatives to satisfy the requests of 
board members. 

• Revisions to study instruments, consents, and protocols to make them more culturally 
appropriate and satisfy the requests of the many reviewers. 

• Human subjects approval was obtained by all of the required review boards (see Table 1).  
• Responded to the Army regarding revisions to study documents. 

 
 
D. Reportable Outcomes 
 
While many milestones of phase 1 of this study were met, we are still in the process of obtaining 
approvals necessary to begin study conduct.  Until this has been accomplished and study conduct 
finished, we will not have reportable outcomes. 
 
E. Conclusions 
 
Phase 1 of this study is well underway. We anticipate having the appropriate IRB approvals and 
beginning study conduct (Phase 2) by summer 2007.   Following the completion of subject 
enrollment, data and sample collection, and analysis, it will be possible to draw relevant 
scientific conclusions. 
 
F. References 
None 
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